Background: Population-based estimates of HIV prevalence, rates of new HIV diagnoses, and mortality rates among
➣ The naTural hisTory of hiV infecTion has been irrefutably altered by the introduction of combination antiretroviral therapy during the latter half of the 1990s. 1, 2 Most notably, between 1995 and 2009, an estimated 14.4 million life-years were gained globally among HIV-infected adults who received this form of therapy. 3 In conjunction with this achievement, the epidemiology of HIV infection has changed markedly since the earliest years of the epidemic, such that greater demographic diversity among persons with a diagnosis of HIV has been described internationally. 4, 5 In this context, accurate population-based estimates of the incidence and prevalence of persons with HIV who are entering care are needed to optimize health service delivery and to improve the health outcomes of these individuals.
In Ontario, epidemiologic surveillance of HIV infection is conducted by the Ontario HIV Epidemiologic Monitoring Unit. This agency publishes annual surveillance reports characterizing trends in the epidemic based on data from various sources, including the public health laboratory system of Public Health Ontario, which performs almost all HIV diagnostic testing in the province. 6 However, these data do not provide insight into the characteristics of individuals with HIV who have accessed the health care system. Consequently, existing methods of population-based HIV surveillance are not conducive to the study of longitudinal trends in rates of comorbid illness, entry to and retention in care, and demographic characteristics of persons with physician-diagnosed HIV. In contrast, administrative health care databases provide a means for conducting longitudinal population-based research of all persons living with HIV who have entered care. Although these databases have been used for the surveillance of various chronic diseases, [7] [8] [9] [10] [11] there have been, to our knowledge, no studies describing the use of these databases to characterize trends in the epidemiology and outcomes of persons living with HIV within a large geographic region. Accordingly, we used administrative health care databases to assemble a population-based cohort of all adults with HIV who have entered care in Ontario and used these data to quantify trends in rates of HIV prevalence, new HIV diagnoses, and mortality among adults with HIV in Ontario from fiscal year 1996/1997 to fiscal year 2009/2010. 16 We chose the end of fiscal year 2009/2010 as the end point for our analyses to meet the 3-year look-forward criterion of the algorithm. Because HIV is incurable, individuals who met the case definition for HIV infection remained part of the cohort throughout the study period, unless they died or moved out of the province of Ontario.
Methods
Outcomes. The primary outcomes of the study were age- and sex-standardized prevalence of HIV infection and rates of new HIV diagnoses per 100 000 population of Ontario for each fiscal year between 1996/1997 and 2009/2010, and yearly all-cause mortality rate per 100 adults with HIV over the same period. We calculated these rates by direct standardization using the 1991 Ontario population as the reference population. We determined the annual prevalence of HIV infection by dividing the number of adults with HIV who had entered care and who were alive at the end of each fiscal year by the census population of Ontario aged 18 years and older for the corresponding year. We classified patients as being newly diagnosed according to the date on which they first entered care (i.e., the date of their (p < 0.001) 3-way interactions between age group, sex, and year in all models, we stratified the regression analyses by age group and sex. Therefore, for each agesex stratum, the following model was fit:
log(outcome year ) = log(population year ) + β0 + β1*year where exp(β0) is the outcome rate in the reference year (1996/1997) and 100 × [exp(β1) - 1] is the percent relative annual change in the outcome averaged over the 14-year study period. All statistical analyses were conducted using SAS version 9.2 (SAS institute, Cary, NC).
Ethics approval. We obtained ethics approval for this study from the Research Ethics Board of Sunnybrook Health Sciences Centre. (Table 1) . Similarly, the proportion of persons with HIV who were 50 years of age or older increased from 10.4% to 29.9% over the study period first claim for an HIV-related visit) and calculated rates of new diagnoses of HIV infection by dividing the number of new diagnoses by the number of individuals aged 18 or older at risk for the disease that year (the total population minus the number of people with prevalent HIV in the previous year). To distinguish between a new diagnosis and a prevalent case, we required that individuals have no prior physician claims for HIVrelated visits in the 5 years preceding their diagnosis date. Individuals who had a claim during this window were counted as prevalent cases rather than new diagnoses. Because the OHIP database does not include claims before 1991, we chose to start reporting results with fiscal year 1996/1997 to allow for this 5-year lookback period. We estimated the annual rate of all-cause mortality among adults with HIV who had entered care by dividing the annual number of deaths among these individuals by the number of adults with HIV in each year. We report annual rates of all-cause mortality because information on disease-specific mortality was unavailable in our databases.
Results

Between
Statistical analysis. We used negative binomial regression analysis to examine temporal trends in prevalence of HIV, rates of new HIV diagnoses, and mortality rates, using the population denominators as the offset. All models included year as the main predictor, along with variables for age group (18-34 years, 36-49 years, and ≥ 50 years) and sex. Because of statistically significant (p < 0.001) ( Table 2 ). The age-standardized increase in HIV prevalence was greater among women than men ( Figure 1A ), and the sex-standardized prevalence increased with age ( Figure 1B ). The prevalence of HIV increased in all age strata of women over the study period, with the average increase ranging from 3.2% (95% CI 2.5% to 4.0%) per year among women aged 18 to 35 years to 11.3% (95% CI 10.4% to 12.2%) per year among women aged 50 years or older (Table  3) . Among men aged 18 to 35 years, the prevalence of HIV decreased between 1996/1997 and 2009/2010, with a mean annual change of -5.3% (95% CI -6.0%
to -4.7%). In contrast, the prevalence of HIV increased in the other age strata of men, the most notable change being observed for the group 50 years of age or older (10.6%, 95% CI 10.0% to 11.1%) ( (Figure 2A) , and overall sex-standardized rates declined in all age strata, most notably among individuals in the 18- to 35-year and 36- to 49-year strata (Figure 2B) . In contrast to the situation for men, the annual rate of new HIV diagnoses increased among women 36 to 49 years of age (3.2%, 95% CI 1.0% to 5.4%) and those 50 years of age or older (5.0%, 95% CI 2.2% to 8.0%) ( Table 4 ).
All-cause mortality. The overall age-and sex-standardized all-cause mortality rate per 100 adults with HIV declined from 5.7 (95% CI 4.6 to 6.9) in 1996/1997 to 1.6 (1.3 to 2.0) in 2009/2010, which represented a 71.9% relative decrease over this period (p < 0.001) ( Table 2 ). All-cause mortality declined in all age strata of both men and women (Table 5 , Figures 3A, 3B ), although rates remained higher among individuals 50 years of age or older relative to younger people (Table 5, Figure 3B ). Deaths per 1000 adults with HIV 1 9 9 6 / 1 9 9 7 1 9 9 7 / 1 9 9 8 1 9 9 8 / 1 9 9 9 1 9 9 9 / 2 0 0 0 approaches to estimating the burden of HIV infection in Ontario have their respective merits and limitations, a key interpretation of both data sets is that a significant proportion of individuals with HIV appear to be unaware of their infection or appear not to be retained in care once a diagnosis has been made and hence did not generate enough claims to be detected by our algorithm. Because these individuals may unknowingly contribute to the annual incidence of new infections and are unable to benefit from HIV-specific care, innovative interventions are required to increase the proportion of persons infected with HIV whose condition is diagnosed and who are retained in care. 21 Our work had several limitations that merit emphasis. First, administrative health care databases can identify only individuals with physician-diagnosed HIV who are in care; they will not capture people with HIV who are unaware of their diagnosis or individuals who are aware of their diagnosis but have not entered care. Furthermore, we could not identify individuals who obtained care from physicians who do not bill OHIP and/ or were ineligible for provincial public health insurance (e.g., refugee claimants). Our findings therefore underestimate the true incidence and prevalence of HIV in Ontario. In addition, we had no access to patients' clinical data or information regarding method of HIV acquisition, which rendered it impossible to examine epidemiologic trends in relation to risk factors for HIV infection, stage of illness at the time of diagnosis, or country of birth. However, these limitations are common to all studies that use administrative data for chronic disease surveillance and must be balanced against the strengths of using these data for this purpose, including the identification of all patients who are in care within a geographically large jurisdiction, complete follow-up of these patients over time, and the potential for linkage with other health care data sets. [12] [13] [14] [15] Finally, the potential for misclassification is always a consideration when using administrative data for health services research. To address this concern, we assembled our cohort using a validated algorithm with excellent test characteristics for discriminating between HIV-infected and non-infected individuals. 16 To our knowledge, this is the first population-based study using a validated case-finding algorithm and administrative data to examine trends in the epidemiology of persons with HIV who have entered care. In summary, we assembled a population-based cohort of adults with HIV who had entered care and then examined trends in HIV prevalence, new HIV
Interpretation
In our population-based study, the number of adults with HIV increased by 98.6% between 1996/1997 and 2009/2010. This increase is most likely attributable to the striking reduction in all-cause mortality rates observed among these individuals during this period and the essentially stable number of new HIV diagnoses in the last decade of the period. Importantly, however, women and adults aged 50 years or older accounted for increasing proportions of new HIV diagnoses over the study period. Finally, we observed a steady increase in the prevalence of selected comorbid conditions among adults with HIV who had entered care, which reflects the transformation of HIV infection into a complex chronic disease affecting an aging cohort of patients expected to be increasingly burdened by multiple coexisting illnesses.
Our findings have important implications for HIV prevention and public health. The data suggest that the increased relative burden of HIV among women and older individuals may be mostly due to the decreased rate of new diagnoses among younger men, which perhaps reflects the differential emphasis or success of HIV prevention efforts. Older adults in particular have not been routinely targeted by public health interventions to prevent HIV infection, despite a general lack of knowledge about the disease, as well as evidence of HIV risk behaviour, among these individuals. [17] [18] [19] In addition, the absolute number of new HIV diagnoses remained relatively stable in Ontario over the last decade of the study period. Rates of new HIV infections in British Columbia, Ontario, and Quebec have been shown to decline 8% for each 10% increment in coverage for antiretroviral treatment, 20 so universal coverage for these drugs might be useful to augment existing prevention programs in Ontario. Finally, the Ontario HIV Epidemiologic Monitoring Unit estimated that 27 420 Ontarians had had a positive test result for HIV and were alive as of 2009, of whom 17 818 were estimated to be aware of their diagnosis and could therefore presumably generate physician claims for HIV-related visits that would be captured in administrative health care databases. 6 These estimates were based on epidemiologic models derived using data from sources different from the ones used for the current study, including the Public Health Laboratory and the Ontario Registrar General. Using administrative health care databases, we identified 15 107 individuals who met our case-finding definition for HIV infection and who were alive as of fiscal year 2009/2010. Although both diagnoses, and mortality over a 14-year period. Our findings suggest that if current trends continue, it will be necessary to adapt HIV-related health and support services to the needs of an aging cohort of patients with multiple comorbidities who may inevitably require the expertise of sectors of the health care system that have not traditionally been involved in the provision of HIVrelated care, such as gerontology and long-term care. In addition, a large proportion of HIV-infected persons in Ontario are not receiving HIV-related care. Future research examining patterns of and disparities in health services utilization, entry to and retention in care, and trends in the prevalence of comorbid conditions will be required to ensure that HIV-related services continue to evolve in a manner that anticipates the needs of the growing population of persons with HIV.
